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Description 

Field of the invention 

[0001] The present invention refers to new esters derived from (RR, SS)-3-(2-dimethylaminomethyl-1-hydroxycy- 
clohexyl)phenyl 2-hydroxybenzoate, analog to Tramadol. The obtained compounds exhibit an analgesic activity higher 
than that of tramadol. 

Background of the invention 

[0002] Treatment of pain is of foremost importance in the field of medicine. The pharmacological agents currently 
used for the treatment of pain may be included, for the most part, in two large groups: opioid compounds and nons- 
teroidal anti-inflammatory drugs (NSAIDs). The NSAIDs are only useful in the case of light to moderate pain; severe 
pain has been traditionally treated with opioid compounds. However, said opioid compounds present a series of un- 
desired side effects, such as constipation, respiratory depression, and tolerance and addiction liability. 
[0003] US Patent No. 3,652,589 describes a class of analgesic compounds with a structure of substituted cycloal- 
kanol phenol ethers having an amino group of alkaline character in the cycloalkyl ring. Among them, the compound 
(1 R.2R or 1 S.2S)-2-[(dimethylamino)methyl]-1-(3-methoxyphenyl)cyclohexanol, commonly known as Tramadol, may 
be thrown into relief, and it is specifically claimed in said patent. 




Tramadol 

[0004] A series of products derived from the previous ones, in which dehydration in the cycloalkanol ring together 
with demethylation of the 3-methoxyl on the phenyl ring has taken place, having the structure: 




are disclosed in the Dutch Patent NL 6,610,022. 

[0005] This patent also describes products derived from those of the aforementioned US Patent, in which the meth- 
oxyl group at the 3-position on the phenyl ring has been demethylated. Namely, products having the structure: 
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N 



-CH 3 

Ri 



10 [0006] Among the products described in this patent O-demethyltramadol is included, which compound has been 
described as one of the metabolization products of Tramadol (Von W. Lintz and col. Arzneim-Forsch (Drug Res) 31 
(II); 1932-43 (1981). To its (+) isomer has been attributed the analgesic activity of Tramadol (Lars Poulsen and col. 
Clin. Pharmacol. Ther (St. Louis) 1 996, 60 (6), 636-644). Even so, data do not exist on the clinical use of the metabolite 
O-demethyltramadol. 

15 [0007] More recently, in EP 753506, newO-demethylsubstituted, 1 -halogenated and/or 3-cyclohexyl substituted deri- 
vates of tramadol, have been described. 

[0008] Tramadol possesses an opioid agonistic effect. However, the clinical practice with Tramadol indicates that in 
spite of this fact, it does not possess some of the typical side effects of the opioid agonists, such as respiratory de- 
pression (W. Vogel and col. Arznelm. Forsch (Drug Res) 28 (I), 183 (1978)), constipation (I. Arend and col., Arzneim. 
20 Forsch (Drug Res) 28 (I), 199 (1978), tolerance (L. Flohe et al., Arznelm. Forsch (Drug Res) 28 (I), 213 (1978)) and 
possibility of abuse (T. Yenagita et al., Arzneim. Forsch (Drug Res) 28 (I), 158 (1978)). Some specific side effects of 
Tramadol, caused when it is rapidly injected by the intravenous route (i.v.). such as suffocations and sweating, have 
been detected. 

[0009] Another of the drawbacks shown by Tramadol is its short duration of action (T. Matthiesen, T. Wohrmann, T. 
25 p. Coogan, H. Uragg. "The experimental toxicology of tramadol: an overview".. Toxicology Letters, 95, 63-71 , (1998)). 
[0010] US-5733936 discloses some esters of 6-dimethylaminomethyl-1-phenyl-cyclohexane in the general formula 
of the description section with analgesic activity and low toxicity. 

[0011] The object of US-5733936 is to obtain esters, phosphonates, ethers, phenols, carbonates, carbamates, etc. 
of derivatives being substituted in the 5-position of ciclohexyl as well as of their dehydroxilated, chlorinated, fluorated 
30 analog compounds. 

[0012] Moreover, although US-5733936 discloses some esters of 6-dimethylaminomethyl-1 -phenyl-cyclohexane, 
none of the examples of US-5733936 refers to an ester of O-demethyltramadol. All of the esters exemplified (Examples 
13, 14, 15, 16) lack the tertiary hydroxyl group of O-demethyltramadol. 

[0013] Therefore, stability, activity and side effects data could have not been foreseen nor suggested. According to 
35 the present application a surprisingly effect is achieved with the compounds of formula I of the present invention. 

[001 4] Because of the previous backgrounds, new compounds with an improved analgesic activity still are of interest. 

Description of the invention 

40 [0015] The present invention refers to new derivates of (RR,SS)-3-(2-dimethylaminomethyl-1 -hydroxycyclohexyl) 
phenyl 2-hydroxybenzoate, analog to Tramadol. 

[0016] The analgesic activity of these compounds has turned out to be higher than that of Tramadol. 
[0017] In particular, the present invention describes and claims the products of the general formula (I), their salts 
and optical isomers, as well as a process for the preparation thereof. The present invention also refers to the use of 
45 these compounds for the production of a medicament intended for treatment of pain. 

[0018] The products of the present invention are represented by the following general formula (I): 



50 



55 
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(I) 

* Indicates possibility of asymmetrical carbons 
wherein: 

R-i is halogen, unsubstituted or substituted partially or totally by halogen C-|-C 6 alkyl, OR 3 , N0 2 or unsubstituted 
or substituted partially or totally by halogen aryl, where R 3 is C-,-C 6 alkyl. 

R 2 is H or CH3CO-. 

[0019] Preferably, R-, is halogen, such as F, CI, Br, halosubstituted phenyl, or hydro(C r C 6 fluoroakyl). 
[0020] Particularly, the preferred compounds of the present invention are: 

(RR-SS)-2-Acetoxy-4-trifluoromethyl-benzoic acid 3-(2-dimethylaminomethyl-1-hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2-Hydroxy-4-trifluoromethyl-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexy I) -phenyl ester 
(RR-SS)-4-Chloro-2-hydroxy-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2-Hydroxy-4-methyl-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2-Hydroxy-4-methoxy-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2-Hydroxy-5-nitro-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2',4'-Difluoro-3-hydroxy-biphenyl-4-carboxylic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)- 
phenyl ester 

[0021] The compounds of general formula (I) may be obtained by means of the following procedures, also within the 
scope of the present invention. 

DESCRIPTION OF THE METHODS 

METHOD A 

[0022] The compounds of general formula (I) of the present invention may be obtained by means of a general pro- 
cedure characterized in reacting a compound of the formula (II) with the corresponding acid or acid derivate of the 
general formula (III): 
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(ID (HI) (I) 

wherein R 1 and R 2 have the above defined meaning, and L = OH, halogen, 




0-R 4 or-CO-R 5 , 
where 

R 4 = C-,-C 6 alkyl, phenyl, optionally substituted phenyl, and 

R 5 = Alkyl, a phenyl ring optionally substituted with one or more substituents, or a heterocyclic ring optionally 
substituted with one or more substituents. 

[0023] Preferably, L is OH or halogen. 

[0024] The reaction is carried out in an inert solvent, such as dichloromethane, tetrahydrofuran, acetonitrile, 
1 ,2-dichloroethane, ethyl acetate, dimethoxyethane ordioxane, preferably dichloromethane or tetrahydrofuran, attem- 
peratures ranging from -20°C to 120°C, preferably from 0°C to 35°C, to obtain compounds of higher purity, and pref- 
erably in the presence of a condensation promoting agent to accelerate the reaction, such as carbonyldiimidazole, 
dicyclohexylcarbodiimide, triethylamine ethylchloroformate, triethylamine benzotriazoletosylate or diethylchlorophos- 
phate, preferably carbonyldiimidazole or dicyclohexylcarbodiimide. 

[0025] The compounds of formula (II) are obtained according to the methods described in the literature (NL 661 0022 
or Flick et al., Arzneim. Forsch/ Drug Res. (1978), 28 (I), 107-113). 

METHOD B 

[0026] This method consists in subjecting a compound of general formula (la) wherein R 2 = CH 3 CO to a hydrolysis 
reaction in an acidic medium to obtain a compound of general formula (lb) in which R 2 = H: 
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O OAc 



hydrolysis 



N-CH 3 
CH 3 




15 



(la) 

(R2= CH3CO) 



(lb) 

(R2= H) 



20 



25 



30 



35 



40 



45 



wherein R-| has the above defined meaning. 

[0027] Next, the methods used for ascertaining the pharmacological activity of the compounds are described. 
Analgesic activity assays 
Hot-plate method 

[0028] The method used is the one described by Eddy N.B. and Leimbach D. (J. Pharm. Exp. Ther. 107: 385-393, 
1953). The analgesic effect of the products was assessed by analyzing the behavior of animals on a hot surface 
maintained at 55°C ± 1 °C. 

[0029] Male Swiss mice weighing 20-25 g were used. The test compounds were administered, by the oral route, 1 
hour before beginning the test. 

[0030] The method consisted in placing the animals on a hot plate, while maintaining them in a 25 cm diameter and 
21 cm height Plexiglas cylinder, and determining the time that they take in jumping off the hot surface. The animals 
were selected before the beginning of the test so that those animals that remained more than 10 seconds without 
jumping were not included in the group that would receive treatment. 

[0031] After the administration of the product under study, the test was repeated, the maximal permanence time on 
the hot plate being measured yet again. Those animals that did not jump lapsed 60 seconds were removed from the 
plate in order to avoid damage to the animal, and they were taken as being 1 00% protected. 
[0032] The results were expressed as percent increment in the time (t) of jump, which was calculated as follows: 



% increm. t jump = (t jump treated - t jump b a sal) x1 QQ 

t iuitid basal 



t jump basal 

[0033] It is an object of the present invention the use of the compound of the general formula (I) for the production 
of a medicament intended for the treatment of pain. Likewise, it is also an object of the present invention a pharma- 
ceutical composition, which comprises said compound of the general formula (I) together with a pharmaceutical ly 
acceptable excipient, for the treatment of pain. 

EXPERIMENTAL. - 



50 [0034] Next, the following illustrative examples are set forth, but they are not to be construed as limitative of the 
scope of the invention: 



55 
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SYNTHESIS EXAMPLES. 
Example N° 1 

5 (RR-SS)-2-Acetoxy-4-trifluoromethyl-benzoic acid 3- (2-dimethylaminomethyl-1-hydroxy-cyclohexyl)-phenyl 
ester 

[0035] 



10 




[0036] To a solution of 15.0 g (60.5 mmol) 4-trifluoromethylacetylsalicylic acid in 150 ml anhydrous tetrahydrofuran 
9.3 g (57.4 mmol) carbonyldiimidazole was added, at room temperature, under an inert atmosphere. Afterthirty minutes, 

25 13.1 g (52.6 mmol) 3-(2-dimethylaminomethyl-1 -hydroxycyclohexyl)phenol was added. The resulting solution was 
maintained at room temperature for 3 days. The mixture was added onto a NaHC0 3 aqueous solution at pH 8 and it 
was extracted with dichloromethane (3 x 50 ml). The pooled organic extracts were dried over Na 2 S0 4 , filtered and 
concentrated at reduced pressure to give a residue which was purified by column chromatography on silica gel (eluent: 
9:1 dichloromethane / acetone and increasing amounts of acetone), whereby yielding 20 g of the title compound as 

30 an oil. 

1 H-NMR (CDCI 3 ) : 1 .20-2.25 (m, 1 6H) including a 2.15 (s, 6H); 2.30 (s, 3H), 2.45 (dd, 1 H); 7.08 (m, 1 H); 7. 1 5-7.50 (m, 
5H); 8.35 (m, 1 H). 

Example N° 2 

35 

(RR-SS)-2-Hydroxy-4-trifluoromethyl-benzoic acid 3-(2-dimethylaminomethyl-1-hydroxy-cyclohexyl)-phenyl 
ester 

[0037] 



45 



50 




55 [0038] The compound of Example 1 was dissolved in 600 ml isopropanol and 25 ml 35% hydrochloric acid. The 
resulting solution was stirred for 1 6 hours at 40°C. The isopropanol was evaporated, the residue was dissolved in 1 00 
ml dichloromethane, and it was added onto 1 00 ml of a NaHC0 3 aqueous solution at pH 8. Extraction of the product 
was carried out, and the aqueous phase was washed with fresh dichloromethane portions (2 x 50 ml). The pooled 
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organic extracts were dried over Na 2 S0 4 , then filtered and concentrated at reduced pressure. The resultant crude 
product was purified by column chromatography on silica gel (eluent: dichloromethane / acetone 9:1 and increasing 
amounts of acetone), whereby 12.4 g (57%) of the title compound were obtained as a white foam. 
1 H-NMR(CDCI 3 ) : 1.20-2.30 (m, 16H) including a 2.15 (s, 6H); 2.45 (dd, 1H); 7.08 (m, 1H); 7.15-7.35 (m, 2H); 7.45 (m, 
5 3H); 8.20 (m, 1 H); 10.50 (br. s, 1H). 

Example N° 3 

(RR-SS)-4-Chloro-2-hydroxy-benzoic acid 3-(2-dimethylaminomethyl-1-hydroxy-cyclohexyl)-phenyl ester 

10 

[0039] 



15 



20 




[0040] To a solution of 10.0 g (58.0 mmol) 4-chlorosalicylic acid in 150 ml anhydrous tetrahydrofuran 8.9 g (54.9 
mmol) carbonyldiimidazole was added at room temperature and under an inert atmosphere. After thirty minutes, 1 2.6 
g (50.6 mmol) 3-(2-dimethylaminomethyl-1 -hydroxycyclohexyl)phenol was added. The resulting solution was main- 
30 tained at room temperature for 3 days. The mixture was added onto a NaHC0 3 aqueous solution at pH 8, and it was 
extracted with dichloromethane (3 x 50 ml). The pooled organic extracts were dried over Na 2 S0 4 , then filtered and 
concentrated at reduced pressure. The resulting residue was purified by column chromatography on silica gel (eluent: 
dichloromethane / acetone 9:1 and increasing amounts of acetone), whereby 12.2 g (66%) of the title compound as a 
white foam were obtained. 

35 1H-NMR(CDCI 3 ) : 1 .20-2.20 (m, 16H) including a 2.12 (s, 6H); 2.45 (dd, 1 H); 6.95 (dd, 1 H); 7.05 (m, 2H); 7.43 (m, 3H); 
8.05 (d, 1H); 10.60 (br. s, 1H). 

Example N° 4 

40 (RR-SS) -2-Hydroxy-4-methyl-benzoic acid 3- (2-dimethylaminomethyl-1-hydroxy-cyclohexyl)-phenyl ester 
[0041] 



50 




[0042] Operating in a similar way to that described to prepare the compound of Example 3 and starting from 1 0.0 g 
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(65.7 mmol)4-methylsalicylic acid, 1 0.0 g (61 .7 mmol) ca rbo ny I dii imidazole, 14.3 g (57.4 mmol) 3-(2-dimethylaminome- 
thyl-1 -hydroxycyclohexyl)phenol and 165 ml anhydrous tetrahydrofuran, and after column chromatography on silica 
gel (eluent: 9:1 dichloromethane / acetone and increasing amounts of acetone), 14.6 g (66%) of the title compound 
was obtained as a white foam. 

1 H-NMR(CDCI 3 ) : 1 .20-2.60 (m ; 20H) including a 2.15 (s, 6H) and a 2.20 (s, 3H); 6.80 (m, 2H); 7.05 (m, 1 H); 7.45 (m, 
3H); 7.95 (d, 1H); 10.55 (s, 1H). 

Example N° 5 

(RR-SS)-2-Hydroxy-4-methoxy-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl ester 
[0043] 




OCH 3 



[0044] Operating in a similar way to that described to prepare the compound of Example 3 and starting from 1 0.0 g 
(59.5 mmol) 4-mehoxysalicylic acid, 9.1 g (56.2 mmol) carbonyldiimidazole, 12.9 g (51 .8 mmol) 3-(2-dimethylaminome- 
thyl-1 -hydroxycyclohexyl)phenol and 150 ml anhydrous tetrahydrofuran, and after column chromatography on silica 
gel (eluent: 9:1 dichloromethane / acetone and increasing amounts of acetone), 13.7 g (66%) of the title compound 
was obtained as a white foam. 

1 H-NMR(CDCI 3 ) : 1.20-2.30 (m, 16H) including a 2.1 5 (s, 6H); 2.45 (dd, 1H); 3.85 (s, 3H); 6.55 (m, 2H); 7.07 (m, 1H); 
7.40 (m, 3H); 7.95 (d, 1H); 10.75 (s, 1H). 

Example N° 6 

(RR-SS)-2-Hydroxy-5-nitro-benzoic acid 3- (2-dimethylaminomethyl-1-hydroxy-cyclohexyl)-phenyl eater 
[0045] 




[0046] Operating in a similar way to that described to prepare the compound of Example 3 and starting from 1 0.0 g 
(54.6 mmol) 5-nitrosalicylicacid, 8.3 g (51 .2 mmol) carbonyldiimidazole, 11 .9 g (47.8 mmol) 3-(2-dimethylaminomethyl- 
1-hydroxycyclohexyl)phenol and 135 ml anhydrous tetrahydrofuran, and after column chromatography on silica gel 
(eluent: 1:1 dichloromethane / acetone and increasing amounts of acetone), 326 mg (2%) of the title compound was 
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obtained as a yellow solid. 

1 H-NMR(CDCI 3 ) : 1 .20-2,30 (m, 16H) including at 2,15 (s, 6H); 2.45 (dd, 1H); 7.00-7.25 (m, 2H); 7.45 (m, 3H); 8.40 
(dd, 1H); 9.05 (d, 1H). 

5 Example N° 7 

(RR-SS)^4'Oifluoro-3-hydroxy-biphenyl-4-carboxylic acid 3-(2-dimethylaminomethyl-1-hydroxy- 
cyclohexyl)-phenyl ester 

10 [0047] 



15 



20 




[0048] Operating in a similar way to that described in Example 3 and starting from 5.0 g 2',4'-difluoro-3-hydroxy- 
biphenyl-4-carboxylic acid, 3.5 g carbonyldiimidazole, 5.0 g 3-(2-dimethylaminomethyl-1-hydroxycyclohexyl)phenol 
and 50 ml anhydrous tetrahydrofuran, and after column chromatography on silica gel, 4.1 g of the title compound was 
30 obtained as a white foam. 

1 H-NMR(CDCI 3 ) : 1.20-2.30 (m, 16H) including at 2.15 (s, 6H); 2.45 (dd, 1H); 6.85-7.55 (m, 9H); 7.70 (m, 1H); 8.22 
(d, 1H); 10.60 (br. s, 1H) . 

Pharmacological results 

35 

[0049] In the following Table 1 , the pharmacological activity results for several examples of the product of the invention 
are shown, as well as for Tramadol. The results are expressed as percent increment in the response time in the hot 
plate test. 

[0050] As it can be seen, the compounds of the invention present activities up to three times higher than that of 
40 tramadol. 



Analgesic activity of the products in the hot plate test in mice 
[0051] 

45 

TABLE 1 



50 



PRODUCT 

80 jxmol/kg p.o. 


Percent increment response time 


Tramadol 


218 


EXAMPLE 1 


710 


EXAMPLE 2 


724 


EXAMPLE 3 


400 


EXAMPLE 4 


525 


EXAMPLE 5 


688 
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TABLE 1 (continued) 



PRODUCT 

80 jamol/kg p.o. 


Percent increment response time 


EXAMPLE 6 


661 


EXAMPLE 7 


686 



Claims 

1. A compound of general formula (I): 




(I) 

wherein: 

R 1 is halogen, unsubstituted or substituted partially ortotally by halogen C.,-C 6 alkyl, OR 3 , N0 2 or unsubstituted 
or substituted partially or totally by halogen aryl, where R 3 is C-,-C 6 alkyL 

R 2 is H or CH3CO-; 

and the salts and optical isomers thereof. 

2. A compound according to claim 1 , characterized in that R-| is halogen, such as F, C1 , Br, halosubstituted phenyl 
or hydro(C-|-C 6 fluoroalkyl). 

3. A compound according to claim 1 , characterized in that it is selected from one of the following: 

(RR-SS)-2-Acetoxy-4-trifluoromethyl-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl 
ester 

(RR-SS)-2-Hydroxy-4-trifluoromethyl-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl 
ester 

(RR-SS)-4-Chloro-2-hydroxy-benzoic acid 3-(2-dimethylaminomethyl-1-hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2-Hydroxy-4-methyl-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2-Hydroxy-4-methoxy-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2-Hydroxy-5-nitro-benzoic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cyclohexyl)-phenyl ester 
(RR-SS)-2',4 , -Difluoro-3-hydroxy-biphenyl-4-carboxylic acid 3-(2-dimethylaminomethyl-1 -hydroxy-cy- 
clohexyl)-phenyl ester. 

4. A process for obtaining a compound of general formula (I) as claimed in claim 1 , characterized in that a compound 
of formula (II) is reacted with a compound of general formula (III): 



11 



EP 1 251 120 A1 




wherein: 

R 1 y R 2 have the same meaning as above, and 
L = OH, halogen, 




r 



0-R 4 or - CO-R 5 , 
where 

R 4 = C-|-C 6 alkyl, phenyl, optionally substituted phenyl, and 

R 5 = Alkyl, a phenyl ring optionally substituted with one or more substituents, or a heterocyclic ring optionally 
substituted with one or more substituents, in an inert solvent, at temperatures ranging from -20°C to 120°C. 

. A process according to claim 4, characterized in that a condensation promoting agent is added. 

. A process according to claim 4, characterized in that said inert solvent is selected from dichloromethane, tet- 
rahydrofuran, acetonitrile, 1 ,2-dichloroethane, ethyl acetate, dimethoxyethane or dioxane, preferably dichlo- 
romethane or tetrahydrofuran. 

. A process according to claim 5, characterized in that said condensation promoting agent is selected from carb- 
onyldiimidazole, dicyclohexylcarbodiimide, triethylamine ethylchloroformate, triethylamine benzotriazoletosylate 
or diethylchlorophosphate, preferably carbonyldiimidazole or dicyclohexylcarbodiimide. 

. A process according to claim 4, characterized in that said temperature range is from 0° and 35°C. 

. The use of a compound of general formula (I) according to any of claims 1 to 3, for the production of a medicament 
for the treatment of pain. 

0. A pharmaceutical composition, which comprises a compound of general formula (I) according to any of claims 1 
to 3 and a pharmaceutical^ acceptable excipient, for the treatment of pain. 



EP 1 251 120 A1 



INTERNATIONAL SEARCH REPORT 



Interiv >al Application No 

PCT/ES GO/00486 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C07C219/28 A61K31/24 



According to Internafonai Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C07C A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO- Internal, WPI Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



P,Y 



WO 00 27799 A (VITA INVEST SA) 
18 May 2000 (2000-05-18) 
page 4, line 20 - line 35 

1 - line 11,19 
9 - line 15 

18 - line 19; claims 1,3,6; 



1-10 



page 5, line 
page 6, line 
page 6, line 
examples 6-8 
page 7 

page 8, line 



1 - line 8; claims 8-12 



US 5 733 936 A (BUSCHMANN HELMUT HE1NRICH 

ET AL) 31 March 1998 (1998-03-31) 

column 2, line 29 - line 54 

column 2, line 64 - line 66 

column 7* line 3 - line 19 

column 7, line 41 - line 47; claims 

1,2,4,5; example 13 



4-10 



1-10 



Further documents are listed in the continuation of box C. 



m 



Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general slate of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may thiow doubts on priority claim{5)o» 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



T later document published after the international fWng date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken atone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a parson skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 



20 February 2001 



Data of mailing of the international search report 



2 4 04 2001 



Name and mailing address of the ISA 

European Patent Office. P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+3V70) 340-2040. Tx. 31 651 epo nl, 
Fax: (+31-70)340-3016 



Authorized officer 



Davila Muro 



Form PGT/ISA/21 0 (secord sheet) (Jjly 1992) 



13 



EP 1 251 120 A1 



INTERNATIONAL SEARCH REPORT 



Interr nal Application No 

PCT/ES 00/00486 



C-(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category " i Citation of document, with indication, where appropriate, ol tha relevant passages 



Relevant to claim No. 



GB 997 399 A (GRUENENTHAL CHEMIE) 
7 July 1965 (1965-07-07) 
claims 1,2,7,15 

US 3 652 589 A (FLICK KURT ET AL) 
28 March 1972 (1972-03-28) 
claims 1-23 



1-10 



1-10 



Form PCT7ISA/210 (continuation nf second sheet) {July 1992) 



14 



EP 1 251 120 A1 



INTERNATIONAL SEARCH REPORT 

o rotation on patent family members 



Intern tai Application No 

PCT/ES 00/00486 



Patent document 


Publication 




Patent family 


Publication 


cited in search report 


date 




member(s) 


dale 


WO 0027799 A 


18-05-2000 


ES 


2141688 A 


16-05-2000 






AU 


1047300 A 


29-05-2000 



US 5733936 


A 


31-03- 


1998 


DF 


19525137 


A 


16-01-1997 










AT 


183495 


T 


15-09-1999 










All 

nil 


703890 


B 


vi v*t 1777 










All 


5945396 


A 


?l-f!1 -1 QQ7 










PA 


2180816 


A 


1 ?-M -1QQ7 

XC Ui 177/ 












1146987 


A 


0Q-G4-1 QQ7 
y? 17 7/ 










UL 


59602775 


D 


1 QQQ 

C.O "U7" 1777 










DK 


753506 


T 


20-03-2000 










EP 


0753506 


A 


15-01-1997 










ES 


2138271 


T 


01-01-2000 










GR 


3G31304 


T 


31-12-1999 










HK 


1010364 


A 


14-04-2000 










HU 


9601884 


A 


29-12-1997 










JP 


9031033 


A 


04-02-1997 










PL 


315192 


A 


20-01-1997 










SI 


753506 


T 


31-10-1999 










ZA 


9605866 


A 


29-01-1997 


GB 997399 


A 


07-07- 


1955 


BE 


646062 A 


02-10-1964 










CH 


439273 A 


15-07-1967 










DE 


1199764 


B 












FI 


42320 


B 


31-03-1970 










FR 


3618 M 












FR 


1543914 A 












NL 


6403199 A,B 


05-10-1964 










SE 


300615 


B 


06-05-1968 



US 3652589 A 28-03-1972 US 3830934 A 20-08-1974 



Form PCT/1SA/210 (patent family anne*) (Jiiy 1992) 



15 



